Introduction
Hepatocellular carcinoma (HCC) is the fifth most common malignancy worldwide, which causes approximately 500,000 deaths every year, 1 and it is characterized by biological and clinical heterogeneity and different prognoses. 2, 3 It is also the second most common cause of death from cancer worldwide and the second most rapidly increasing type of cancer in the United States. [4] [5] [6] The incidence of HCC increases progressively with advancing age in all populations, reaching its peak at the age of 70. 7 Moreover, HCC contributes substantially to health care spending. In Italy, liver cancer is one of the first five causes of death in males (7%); 8 12 ,500 new cases of liver tumors were expected in 2014, accounting for 3% of the overall submit your manuscript | www.dovepress.com
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Colombo et al incidence of all tumors, with a male:female ratio of 2:1. The incidence of HCC has decreased in both sexes, since the mid 90s. 8 Approximately 21,000 patients with a previous diagnosis of HCC (1% of all patients with a cancer) lived in Italy in 2011. 8 The most important risk factors for HCC are cirrhosis due to chronic hepatitis B and chronic hepatitis C, alcoholic cirrhosis, or nonalcoholic steatohepatitis, high body mass index, and diabetes mellitus. [9] [10] [11] Worldwide, the most important risk factor for liver cancer is chronic hepatitis B or hepatitis C virus. People infected with both viruses have a high risk of developing chronic hepatitis, cirrhosis, and liver cancer. The risk of developing liver cancer is higher if patients are also heavy drinkers. 12 The vast majority of patients developing liver cancer already have some evidence of cirrhosis. Obesity increases the risk of developing liver cancer, probably because it can result in fatty liver disease and cirrhosis. Type 2 diabetes is associated with an increased risk of liver cancer, usually in patients who also have other risk factors (eg, heavy alcohol use, chronic viral hepatitis). 12 This risk may be increased as type 2 diabetes patients tend to be overweight or obese, which can cause liver problems. 12 Although HCC patients can benefit from radical resection, transplantation, or radiofrequency ablation thanks to preliminary screening and diagnosis, tumors in some patients (those with background cirrhosis in particular) still progress rapidly because of local spreading or metastases.
The Barcelona Clinic Liver Cancer Classification (BCLC) correlates stages of the disease with treatment modalities, and identifies five stages of HCC (0, A, B, C, and D) according to preestablished prognostic variables and treatment modalities for each stage of the disease, thus providing both prognostic prediction and treatment allocation recommendations. 13 The American Association for the Study of Liver Disease (AASLD) guidelines 2010, 14 the European Association for the Study of the Liver (EASL) guidelines 2012, 15 and the Italian Association for the Study of the Liver (AISF 2012) 16 are the most updated guidelines for the treatment of HCC and include staging and prognostic-therapeutic stratification (EASL-BCLC guidelines) (Figure 1 ).
In the intermediate stage (BCLC B), patients with asymptomatic tumors (without an invasive pattern) survive 16 months on average; 2, 17, 18 chemoembolization prolongs the survival of these patients up to 19-20 months, according to randomized controlled trial and meta-analysis of pooled data. 17 HCC exhibits intense neoangiogenic activity during its progression. The rationale for transarterial chemoembolization (TACE) is that the intra-arterial infusion of a cytotoxic agent followed by embolization of the tumor-feeding blood vessels 
1605
Treatments and costs of hepatocellular carcinoma will result in a strong cytotoxic and ischemic effect. This procedure combines transcatheter delivery of chemotherapy emulsioned with lipiodol, followed by vascular stagnation achieved with embolic agents. Chemoembolization achieves partial responses in 15%-55% of patients and significantly delays tumor progression and macrovascular invasion. Overall, the median survival for intermediate HCC cases is expected to be approximately 16 months, whereas after chemoembolization, the median survival is ~20 months. 15, 19, 20 Patients in the advanced stage of the disease (BCLC stage C) (cancer-related symptoms and/or macrovascular invasion and/or extrahepatic spread) have poorer prognosis, and the expected median survival without treatment is ~6 months, 18, 21 or 25% at first year, 19 which is extended to 11 months by treatment with sorafenib. 20 Sorafenib, a multikinase inhibitor, is the standard systemic therapy suggested by guidelines for HCC BCLC stage C or for intermediate stage after failure of or ineligibility for locoregional therapies (treatment-stage migration strategy). 13 Efficacy and safety of sorafenib were evaluated in several clinical studies; 22 the Phase III SHARP study 23 demonstrated that sorafenib significantly increased overall survival by 44% vs placebo (10.7 vs 7.9 months, respectively; P,0.001) and almost doubled median time to progression (5.5 vs 2.8 months, respectively; hazard ratio [HR]: 0.58, P,0.001).
These results were confirmed by a Phase III study conducted in the Asia-Pacific region; 24 in this trial, sorafenib significantly increased the overall survival by 47% vs placebo (6.5 vs 4.2 months, respectively; HR: 0.68; P=0.014) and doubled the median time to progression vs placebo (2.8 vs 1.4 months, respectively; HR: 0.57, P=0.0005).
In both Phase III studies, the safety profiles of sorafenib were predictable and manageable, and the benefits of sorafenib were consistent across subgroups by etiology, tumor burden, tumor stage, and prior therapy. Based on these results, international and national guidelines recommended sorafenib as the treatment of choice for advanced HCC (level of evidence IA 15,25 /positively strong). A few studies [26] [27] [28] [29] [30] [31] reported the economic burden of HCC worldwide, and while sorafenib cost-effectiveness analyses have been published, 32, 33 to our knowledge no data exist on the cost-effectiveness of TACE for HCC. The objective of the present analysis is to investigate treatment pathways and related health care costs for HCC BCLC stage B and stage C patients.
Material and methods
The aim of the present survey is to investigate the current patterns of treatment, health care resource consumption, and costs related to the treatment of HCC in the intermediate and advanced stages of the disease, through an analysis of the therapeutic pathways followed in four Italian centers. The survey was conducted through structured interviews involving gastroenterology and interventional radiology units. Ethical approval for this study was obtained from Policlinico Umberto I Roma, AOU Seconda Università di Napoli, Policlinico Paolo Giaccone Palermo, and AO Brotzù Cagliari. Informed consent was obtained from all patients. The data collected in the project remained the property of each facility provider and were managed in aggregate and anonymous form, without access to individual patient data.
The following information was collected: Unit costs considered in this analysis and related sources are reported in Table 1 .
As for drugs, the cost per milligram was estimated as the average cost of different packs at the maximum price reimbursed by the Italian National Health Service.
In order to estimate the average cost per month of therapy, an 80% adherence to treatment was considered for sorafenib, along with published data on oral antineoplastic treatments. 34 The reference year of the present survey was 2013.
Results
The present survey involved 137 patients with intermediate and advanced stage HCC, BCLC stage B, and BCLC stage C among a cohort of 285 patients (mean age: 66 years, 74% males) treated in four Italian centers specialized in the treatment of patients with HCC (Policlinico Umberto I Roma, AOU Seconda Università di Napoli, Policlinico Paolo Giaccone Palermo, AO Brotzù Cagliari). In the overall population, 20% of patients were in the very early stage of the disease (HCC BCLC stage 0), 17% in the early stage (HCC (Figure 2 ). First-and second-line treatments for patients in the intermediate and advanced stages of the disease are reported in Figures 3 and 4 .
Among the 80 patients in the intermediate stage of the disease treated with first-line therapies, 63% (minimum 50% to maximum 80%) were treated with TACE, 15% with sorafenib (range, 10%-17%), 14% (range, 5%-30%) with radiofrequency ablation, and the remaining 10% with other therapies (best supportive care, TARE, and liver resection). 
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Of these, 55% (n=44) were treated with second-line or subsequent therapies. The most frequent second-line or subsequent therapies were TACE -39% (range, 5%-60%) and sorafenib -36% (range, 9%-40%).
Among the 57 patients in the advanced stage of the disease treated with first-line therapies, sorafenib was the most frequently used first-line treatment: 56% (range, 12%-79%). Best supportive care was used in 21% of patients (range, 15%-24%) as the first-line option.
Of these, 54.4% (n=31) were then treated with secondline or subsequent therapies. TACE was the most frequent second-line option in the advanced stage -45% (range, 0%-80%), followed by sorafenib -29% (range, 0%-60%), and best supportive care -26% (range, 0%-30%).
The mean duration of treatment with sorafenib in 137 patients with intermediate and advanced stage HCC was 6.1 months in all treatment lines combined.
The average number of TACE was 2.5 procedures/ patient, and patients treated with TARE received an average of 1.5 procedures/patient.
The health care resources used in association with each type of therapy are reported in Table 2 .
Mean resource consumption related to the different treatments, and related costs of consumables and professional resources are reported in Tables 3 and 4. Regarding the systemic treatment, the average cost per tablet (200 mg) of sorafenib to public health care structures (including the two 5% transient price reductions, as per Italian law at the time of the analysis) 35, 36 accounted for €28.70. Considering the overall mean daily dosage (612 mg) and an estimated 80% of adherence to therapy, 34 the average per-month cost of treatment with sorafenib amounted to €1,986.36.
On the basis of the unitary cost per procedure/month of treatment and the duration of each therapy, the calculated average total costs of the different treatments are reported in Table 5 .
Discussion
The results of the present analysis, aimed at evaluating the patterns of treatment and the costs related to HCC treatments, a average occupation of angiographic room per procedure was 80.6 minutes for TaCe and 100 minutes for TaRe. b The average length of stay in the gastroenterology ward was 4 days for TaCe, and the average length of stay in the nuclear medicine ward was 6 days for TaRe. Abbreviations: TaCe, transarterial chemoembolization; TaRe, transarterial radioembolization. 37 is still experimental and needs further confirmatory trials. The cost of HCC treatment amounted to ~€12,200/patient for sorafenib, €13,400/patient for TACE, and €26,100/patient for TARE.
The unitary costs of the treatments that were used in the calculations originate from tariffs and average acquisition costs at the national level (determined on a benchmark of 23 tenders). This methodology allows a comparison among treatment strategies based on the same evaluation criteria. From the perspective of health care cost of treatment, some facts should be taken into consideration. Treatment guidelines recommend TACE for intermediate HCC. The costs sustained by the centers for this procedure are, however, only partially covered by their diagnosis-related group's (DRG) 38 tariff (€5,304 vs a reimbursement tariff of €4,085; DRG 203: malignancy of hepatobiliary system or pancreas). 32 Regarding TARE, which is not recommended by treatment guidelines either in intermediate stage or in advanced stage HCC, the costs sustained by the centers are relevant (~€17,400/ patient/procedure), while at the national level, the DRG's reimbursement tariff for TARE is DRG 409 (radiotherapy), 38 reimbursed at €1,471. Among the centers involved in the present study, only one performs this kind of procedure.
Sorafenib, recommended by national and international guidelines as the treatment of choice for advanced HCC, is dispensed in Italy by hospital pharmacies and registered in the "file F" that is used for specific categories of drugs distributed by NHS health care structures not covered by DRGs or tariffs (sorafenib cost is directly reimbursed to hospitals by local health care units or regions). We note, however, that this evaluation is only a cost analysis and does not take into account unplanned hospitalization, cost of side effects, and their treatment. The inclusion of these "shadow costs" could change the final cost of HCC treatment. Furthermore, we did not find any cases of HCC surgical treatments. Recent literature, 39 for example, showed that surgical therapies could also give the best results in patients with intermediate or advanced HCC. A limitation of the present study is that the centers that participated in this analysis may not accurately mirror the situation of the entire Italian territory, although they are centers experienced in the treatment of HCC, selected among hospitals with a wide volume of activity in this field. To our knowledge, this is the first study that evaluates the costs of treatment patterns for intermediate/ advanced HCC patients in a real-life setting in Italy.
Conclusion
Sorafenib is recommended by international and Italian guidelines (level of evidence IA/strong positive) as the treatment of choice for advanced HCC. It was the most frequently used treatment in this setting; the associated cost of treatment was €12,200/patient. TACE was the most widely used treatment in intermediate HCC, and its associated costs of €13,400/patient are only partially covered by the DRG's reimbursement tariffs. TARE, which is not indicated as a treatment choice in HCC management guidelines, was performed in one of the participating centers with an associated average cost of €26,100/patient that is not covered by the national reference DRG. The present study highlights the need for additional analyses of the national health care system resources that are being used routinely for the treatment of HCC and the associated outcomes, and can be the basis for future research and analysis of the cost-effectiveness of TACE, alone or combined with sorafenib, for the treatment of HCC.
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